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DETAILED ACTION 

1. Applicant's amendment filed February 21 , 2006 is acknowledged and entered. Claims 3- 
1 1 are pending and under examination. 



Claim Rejections - 35 USC§112 
2. (New Rejection) Claims 3-1 1 are rejected under 35 U.S.C. 1 12, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. The claims, as amended, recite, "an amino acid sequence 
having at least about 95% sequence identity to an amino acid sequence of SEQ ID NO: 2". 

It is unclear what sequences are encompassed by "at least about 95% sequence identity". 
The metes and bounds of the claims cannot be determined because the specification fails to 
define what the term in question means. Lacking a descriptive definition, one of skill in the art 
would not know whether a polypeptide having 50% sequence identity with the assigned function 
(associated with cell proliferation) would qualify as "at least about 95% sequence identity". 

It is also unclear whether "an amino acid sequence having at least about 95% sequence 
identity to an amino acid sequence of SEQ ID NO: 2" encompasses an amino acid sequence 
having at least about 95% sequence identity to a fragment of SEQ ID NO: 2. If this is not the 
meaning that Applicant intends, then suggested language to clarify the claims is, "95% sequence 
identity to the amino acid sequence of SEQ ID NO: 2". The claims would then be understood to 
encompass a sequence that has identity to the full-length sequence of SEQ ID NO: 2, not just a 
fragment of SEQ ID NO: 2. 
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Response to Arguments 
3. The rejection of claims 3-1 1 under 35 U.S.C. 101 for not being supported by either a 
specific, substantial and credible asserted utility, or a well established utility, is maintained for 
reasons of record. Applicant's arguments filed February 21, 2006 have been carefully 
considered but fail to persuade. Applicant's substantive arguments are primarily drawn to the 
following: 

■ Applicant argues that the claimed invention is supported by credible, asserted utilities 
relating to cell proliferation. Applicant points out that the application is drawn to 
"molecules associated with cell proliferation", thus, MACP-2 is associated with cell 
proliferation, as are all of the polynucleotides disclosed in the application. Applicant 
points to the acronym, MACP-2, which stands for molecules associated with cell 
proliferation. The claims, as amended, also recite this activity. 

- In response to Applicant's argument, the Office recognizes that Applicant has 
asserted a utility for the claimed polynucleotides. The Office also recognizes 
what MACP-2 stands for, and what the specification is directed to. Assigning a 
function to a polynucleotide and calling the polynucleotide by that function, does 
not mean that the polynucleotide has that function. Evidence is required to 
substantiate the assertion. While the threshold for utility is low, Applicant has not 
even met this low threshold such that the asserted utility is credible. The asserted 
utility for the invention is not credible, as outlined previously. 

■ Applicant argues that the utility requirement for the claims has been met because 
expression of MACP-2 is correlated with proliferative diseases, in particular prostate 
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cancer. Applicant points to Tables 1, 3 and 4 that demonstrate that MACP-2 is associated 
with prostate cancer, and that MACP-2 nucleotide is found in 71.4% of cDNA libraries 
that are proliferative in nature. 

- In response to this argument, the Office has considered the data presented in 
Tables 1, 3 and 4 of the specification. However, these data do not demonstrate 
that MACP-2 is indicative of prostate cancer or any other proliferative disease. 
The data show that the MACP-2 nucleotide is present in certain libraries, but 
Applicant has not provided evidence that detection of MACP-2 in prostate cancer 
patients is any different from detection of MACP-2 in healthy individuals. 
According to one of skill in the art, the presence of MACP-2 in a library derived 
from a prostate cancer patient fails to directly translate to diagnosis without 
further testing. 

■ Applicant argues that one of skill in the art would recognize the link between MACP-2 
and cell proliferative disease, particularly prostate cancer. In view of data, MACP-2 is 
useful for diagnosing disease. 

- In response to this argument, lacking a connection between MACP-2 and 
proliferative disease and prostate cancer, one of skill in the art would not 
recognize how MACP-2 is useful. The instant claims are drawn to 
polynucleotides that encode a protein of as yet undetermined function or 
biological significance. Until some actual and specific significance can be 
attributed to the protein identified in the specification as MACP-2, or of nucleic 
acids encoding such or fragments thereof, the instant invention is incomplete. In 
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the absence of any functional or biological significance of this protein, there is no 

readily apparent use for it. 
■ Applicant also argues that Wissmann et al (J. Pathol. 201(2):204-212, 2003, 

"Wissmann") is evidence that MACP-2 is a useful diagnostic marker for primary prostate 
cancers. 

- In response to this argument, the examiner has considered the Wissmann 
reference. Wissmann teaches that MACP-2 (WIF1) was down-regulated in 64% 
of primary prostate cancers (abstract). Wissmann also teaches that there is no 
correlation between WIF1 down-regulation and tumor stage or grade for prostate, 
breast or non-small cell lung carcinomas. Wissmann concludes that WIF1 
expression may be an early event in tumorigenesis. 

- It is unclear how Applicant can argue that MACP-2 is present in 71 .4% of cDNA 
libraries of proliferative nature, but absent in 64% of primary prostate cancers. 
Either MACP-2 is present or it is not present. These are conflicting data and 
conflicting arguments. Based on Applicant's presentation, if one were to use 
MACP-2 as a marker for prostate cancer, the absence of MACP-2 would be 
tested. However, given that Applicant is also assuming that MACP-2 is present in 
71.4% of cDNA libraries of proliferative nature, one would also be testing for its 
presence. Clarification is requested. 

■ Applicant addresses this clarification request in the response filed February, 21, 2006. 
Applicant asserts that Wissmann reports on a differential gene expression analysis of 
particular genes in prostate cancer. Applicant asserts that Wissmann defines 
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differential expression as requiring that the gene must (1) be expressed in at least 50% 
of prostate tumor patients, (2) be up-regulated or down-regulated in at least 10% of 
tumor samples, and (3) the degree of up- or down-regulation should be at least two- 
fold (page 208, col. 1, second paragraph). Applicant asserts that Wissmann further 
shows that expression of the polynucleotide encoding MACP-2 is down-regulated at 
the RNA level in 64% of MACP-2-expressing tumors (page 208, col. 1, third and 
fifth paragraphs). Applicant argues that these data are consistent with the disclosure 
of the present application which indicates that MACP-2 is associated with cell 
proliferative disorders. 

- In response to Applicant's arguments, the Office has considered the factors that 
Wissmann uses to determine differential gene expression of particular genes in 
prostate cancer. With regard to the first factor, the instantly claimed 
polynucleotide has not been demonstrated as expressed in at least 50% of prostate 
tumor patients. While the Tables 1, 3 and 4 of the instant specification disclose 
that MACP-2 is associated with prostate cancer, and that MACP-2 nucleotide is 
found in 71 .4% of cDNA libraries that are proliferative in nature, this is not 
sufficient to support the conclusion that the instantly claimed gene(s) is expressed 
in at least 50% of prostate tumor patients. The cDNA libraries were not specific 
to prostate tumor samples. 

- With regard to the second and third factors, Applicant has not demonstrated that 
the claimed genes are up-regulated or down-regulated in at least 10% of tumor 
samples, nor that the genes are up- or down-regulated at least two-fold. It is 
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unclear what population of tumor samples Wissmann is referring to. Regardless, 
Wissmann shows that the polynucleotide encoding MACP-2 is down-regulated at 
the RNA level in 64% of MACP-2-expressing tumors. This is not indicative of 
the second factor, namely, Wissmann only measured down-regulation in tumors 
that are already known to express MACP-2. The second factor requires that the 
gene be up- or down-regulated in 10% of tumors, not just the tumors that were 
pre-selected because of the expression of MACP-2. Wissmann's teachings about 
MACP-2 are also not indicative of the third factor because the population that 
Wissmann used to demonstrate 64% down-regulation was only in tumor samples 
expressing MACP-2, instead of tumor samples generally. 
In summary, the claims polynucleotides with the claimed function are not supported by 
the specification. The differential gene analysis of Wissmann has not been adequately met by 
Applicant's work or that of Wissmann's with regard to SEQ ID NO: 2 and 7. Therefore, the 
claims remain rejected for lack of utility. 

4. Claims 3-1 1 remain rejected under 35 U.S.C. 112, first paragraph, for reasons of record. 
Specifically, since the claimed invention is not supported by either a specific, substantial and 
credible asserted utility, or a well established utility for the reasons set forth above, one skilled in 
the art clearly would not know how to use the claimed invention. 



5. Claims 3-1 1 are rejected under 35 U.S.C. 112, first paragraph, as containing subject 
matter which was not described in the specification in such a way as to reasonably convey to one 
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skilled in the relevant art that the inventor(s), at the time the application was filed, had 
possession of the claimed invention. Previously, claims 3, 5-7 and 9-1 1 were not included in this 
rejection, however, Applicant has amended the claims to encompass polynucleotides encoding 
sequences having at least about 95% sequence identity to an amino acid sequence of SEQ ID 
NO: 2, or SEQ ID NO: 7, respectively. The polynucleotide sequences encode polypeptides hat 
are associated with cell proliferation, a utility for which Applicant is not entitled (see rejections 
above). 

Applicant's arguments have been carefully considered but fail to persuade. Applicant's 
substantive arguments are primarily drawn to the following: 

■ Applicant argues that the polypeptides that share 95% sequence identity to SEQ ID NO: 2 
are adequately described in view of Table 2, page 51 of the specification. The Table 
shows potential glycosylation sites, signature sequences, and potential phosphorylation 
sites. The same argument is made for polynucleotides that are 95% sequence identical to 
SEQ ED NO: 7. 

■ Applicant points to the Synopsis of Written Description Guidelines from the USPTO. 
Applicant points to Example 14, where a single species was deemed representative of the 
genus because (1) all members have at least 95% structural identity with the reference 
sequence, and (2) because of the present of the assay which applicant provided for 
identifying all of the at least 95% identical variants which have the specified function. 

In response to Applicant's arguments, the examiner is familiar with the Synopsis 
of Written Description Guidelines from the USPTO. In Example 14, two criteria 
were met. Applicant has not met either criteria. With regard to the first factor, 
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Applicant's claims recite, "at least about 95%", which is not the same in Example 
14. With regard to the second factor, the assay for which Applicant provides for 
identifying all of the at least about 95% identical variants have a specific function 
that lack utility for the reasons discussed above. Therefore, Applicant's claims 
are not adequately provided for because the criteria have not been met, as outlined 
in Example 14. 

- The Office has considered the information provided in Table 2 regarding SEQ ID 
NO: 2. Even though Applicant argues that 95% sequence identity allows only 19 
amino acid changes, one of skill in the art would not know what variants of 90% 
are acceptable. Even if the claims were limited to conservative substitutions, one 
would not know which variants are acceptable because the disclosure fails to 
provide a detailed description directed to the intended variants of the polypeptide 
of SEQ ID NO: 2, or the polynucleotide of SEQ ID NO: 7, including critical 
features of such that should be conserved. It is not sufficient to name the claimed 
variant nucleic acids that can encode for polypeptides comprising 95% identity to 
SEQ ID NO: 2, or the variant polypeptides without disclosure of what features 
define the claimed genus. The disclosure fails to describe the common attributes 
or characteristics that identify the members of the genus. 

- The Office agrees that description of a representative number of species is 
sufficient to meet the written description requirement, however, Applicant has not 
done this. Applicant has only provided one amino acid sequence, and one DNA 
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sequence. This disclosure is not supportive of claims to sequences that are any 
less than 100% identical to SEQ ID NO: 2 or SEQ ID NO: 7. 
In summary, to provide adequate written description and evidence of possession of a 
claimed genus, the specification must provide sufficient distinguishing identifying characteristics 
of the genus. The factors to be considered include disclosure of complete or partial structure, 
physical and/or chemical properties, functional characteristics, structure/function correlation, 
methods of making the claimed product, and any combination thereof. In this case, the only 
factor present in the claim that is sufficiently disclosed is a partial structure in the form of a 
recitation of percent identity. The specification does not identify any particular portion of the 
structure that must be conserved, nor does it provide a disclosure of structure/function 
correlation. The distinguishing characteristics of the claimed genus are not described. The only 
adequately described species is a polypeptide comprising SEQ ID NO: 2, and a polynucleotide 
comprising SEQ ID NO: 7. No active variants are disclosed. Accordingly, the specification 
does not provide adequate written description of the claimed genus. 

Conclusion 

6. No claim is allowed. 

Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
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MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Stacy B. Chen whose telephone number is 571-272-0896. The 
examiner can normally be reached on M-F (7:00-4:30). If attempts to reach the examiner by 
telephone are unsuccessful, the examiner's supervisor, James C. Housel can be reached on 571- 
272-0902. The fax phone number for the organization where this application or proceeding is 
assigned is 571-273-8300. 



Stacy B. Chen 
Primary Examiner 
April 12, 2006 




